A 43-year-old alcoholic man with a 35 pack-year history of smoking was referred to our tertiary center with a 3-month history of an enlarging soft-palate lesion suspected to be an oropharyngeal malignancy. The patient reported progressive odynophagia, dysphagia, night sweats, fatigue, nasal regurgitation of liquids, and an unintentional 20-lb weight loss. Antibiotics and mouthwashes had not improved his symptoms. He 
Clinically, the patient demonstrated hypernasal speech and appeared cachectic, with a body mass index of 16.7. The velopharynx was infiltrated by an exquisitely tender, erythematous, granular lesion with irregular margins extending from retromolar trigone to retromolar trigone and from the junction of the soft and hard palate to the uvula (figure 1). Neck palpation was concerning for a mobile, nontender, firm left level II lymph node. Flexible laryngoscopy was significant only for adenoid hypertrophy.
A previous in-clinic biopsy by the referring otolaryngologist revealed squamous atypia and inflammatory infiltrate. Neck computed tomography (CT) showed an enhancing lesion of the velopharynx. Operative endoscopy demonstrated an isolated velopharyngeal lesion, which was biopsied again. Histopathology was significant for focally proliferative squamous epithelium with diffuse granulomatous inflammation; methenamine silver stain showed presence of Histoplasma capsulatum-like yeasts. Immunodiffusion, complement fixation, and urine antigen tests were all positive for histoplasmosis. Chest CT revealed a mass-like consolidation in the left upper lobe, indicative of a primary histoplasmoma. The patient tested negative for human immunodeficiency virus and hepatitis (A, B, and C). His complete hemogram and biochemical profile were within normal range. The patient was initiated on oral itraconazole. Upon follow-up after 2 weeks, he reported significant improvement of symptoms, and the oral lesion had regressed (figure 2).
Histoplasmosis is a systemic infection caused by the fungus H capsulatum found in soil contaminated by bird and bat droppings. 1 The disease is endemic in the Midwestern and Southeastern parts of the United States. 2 Oral manifestations of histoplasmosis are associated with the disseminated form of the disease and may present as painful granulomatous, ulcerative, or nodular lesions on the oral mucosa, tongue, soft palate, and/or hard palate. 3 Because of these clinical characteristics, histoplasmosis lesions may mimic an oral cavity or oropharyngeal carcinoma. 4 Other otorhinolaryngologic features of histoplasmosis include fever, anorexia, odynophagia, weight loss, and lymphadenopathy. 5 Initially, amphotericin B was the only drug used for treatment of histoplasmosis, but the introduction of azoles has limited its use to initial therapy for severe disease, with a step-down to an azole for maintenance. For mild-moderate disease, a 3-month treatment with oral itraconazole as a single agent is favorable due to fewer side effects and equal clinical efficacy. 5 Since oropharyngeal histoplasmosis is almost exclusively seen in immunocompromised patients, 6 its occurrence in immunocompetent patients presents a unique diagnostic challenge due to its rarity and mimicry of other disease processes, especially carcinoma. A high level of clinical suspicion is necessary for an early diagnosis, allowing for prompt institution of appropriate medical therapy.
